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Cutaneous T-cell Lymphomas ‘CTCLs" 

WHO-EORTC classification for cutaneous T-cell lymphomas 


1 WHO-EORTC classification 

Frequency (%)* 

5-year survival rate po)* 

Indolent clinical behavior 

Mycosis fungoides (MF) 


54 

88 

Mycosis fungoides variants & subtypes 

• Primary cutaneous anaplastic large cell lymphoma 
(C-ALCLJ 

6 

80 

• Lymphomatoid papulosis (LyP) 

1 

100 

• Granulomatous slack skin 

<1 

TOO 

1 Primary cutaneous CD30-posrfive lymphoprolrferative disorders 

• Primary cutaneous anaplostic large cell lymphoma 
(C-ALCL) 

10 

95 

• Lympnomatoid papulosis (LyP) 

16 

100 

Subcutaneous panniculifis-like T-cell lynphoma (SPTCL) 


1 

82 

Primary cutaneous CD4-positive small/medium pleo¬ 
morphic T-cell lymphomat 

3 

75 

Aggressive clinical behavior 



S6iary syndrome (SS) 


4 

24 

Adult T-ceff leukemia/lymphoma (ATLL) 

NDA 

NDA 

Extranodal NK/T-cefl lymphoma, nasal type 


1 

<5 

Primary cutaneous CD8-posihve aggressive epldermo- 
tropic cytotoxic T-cell lymphomat 

<1 

18 

Primary cutaneous gamma/delta T-cell lymphoma 
(PCGD-TCO* 


1 

<5 

Primary cutaneous peripheral T-cell lyrrphoma (PTCl). 
unspecified§ 

3 

| 16 
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j Folliculotropic MF 

Pagetoid reticulosis 
(Woringer-Kolopp 
disease) 

Granulomatous slack 
skin 

Definition 

Characterized by the presence of 
folliculotropic infiltrates, often with 
sparing of the epidermis & prefer¬ 
ential involvement of the head & 
neck region. 

Localized patch or 
plaque with an intraepi- 
dermal proliferation of 
neoplastic T-cells. 

Characterized by the 
slow development of 
folds of lax skin & a 
granulomatous infil¬ 
trate with clonal 

T-cells. 

Clinical 

picture 

• Grouped follicular papules, ac- 
neiform lesions, indurated 
plaques & sometimes tumors. 

• Commonest sites: Head (often 
associated with alopecia) & 
neck area. 

• Pruritus is often more severe 
than in classical MF. 

• Solitary psoriasiform or 

hyperkeratotic patch or 
plaque on an extremity. 

• No extracutaneous dis¬ 
semination or disease- 
related deaths. 

Circumscribed areas 
of pendulous lax skin 
with a predilection 
for the axillae & 
groin. 

Histopathology 

Perivascular & periadnexal locali¬ 
zation of neoplastic cell with vari¬ 
able infiltration of the follicular 
epithelium. 

Hyperplastic epidermis 
with marked infiltration by 
large atypical pagetoid 
cells, arranged singly or in 
nests or clusters. 

• Dense granuloma¬ 
tous dermal infil¬ 
trates containing 
atypical T-cells. 

• Destruction of elas¬ 
tic tissue & elas- 
tophagocyfosis by 
the multinucleated 
cells. 

• The epidermis is 
infiltrated by small 
atypical T-cells. 

Preferred 

treatment 

Total skin electron beam irradia¬ 
tion. 

Radiotherapy or surgical 
excision. 

Radiotherapy may 










































Treatment ot mycosis tungoides (Fig. 22) 


Premycotic phase 


Topical or intralesional corticosteroids; UVB. 
If former not effective, PUVA. 


Stage IA-IIA (patches/plaques) 


PUVA; topical nitrogen mustard; topical carmustine. 

UVB (if only patches). 

Topical corticosteroids or topical bexarotene (if only limited patches/thin plaques as second-line 
therapy). 

Local radiotherapy (RT) (if single lesion). 

Total skin electron beam (TSEB) (if generalized thick plaques). _ 


Stage IIB (skin tumors) 


PUVA or topical nitrogen mustard + RT (if only a few tumors). 

TSEB (followed by skin-directed therapies). 

Relapse: PUVA + IFN-a; PUVA + retinoids (acitretin; oral bexarotene*); second-line therapy: Denileukin 
diftitox*; HDACi*. 

Add RT (if persistent tumors); consider second course of TSEB (10-20 Gy). _ 


Stage III (erythroderma) 


Extracorporeal photopheresis; if not effective, add IFN-a. 

Low-dose chlorambucil & prednisone; low-dose methotrexate. 

Add skin-directed therapies (PUVA; topical nitrogen mustard; RT), if necessary. 
Second-line therapy: Oral bexarotene*; denileukin diftitox*; HDACi*. _ 


Stage IV (nodal, visceral involvement) 


Multi-agent chemotherapy (e.g. CHOP). 

Biological response modifiers (denileukin diftitox; IFN-a; oral retinoids). 

Add skin-directed therapies (PUVA; topical nitrogen mustard), if necessary. 
Allogeneic hematopoietic stem cell transplantation (in selected cases). 
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SPTCL 

PCGD-TCL with s u bento np run; invnlvpmpnt 

Phenotype 

a/P T ccl ohenotype. 

7/6 T-cell phenotype. 

T-cell receptor 

pFl’.rCRSl- 

^Fl-,TCR61 + 

T-ceB phenotype 

CD3», CCM-, CD8+ 

CD3+, CD4-, CDS- 

Coexoression of CD54 

Absent 

Common 

Architecture 

Subcutaneous. 

Subcutaneous L epidermal/dermnl 

Clinical features 

Noduloi & plaques, 
rcrely ulceration. 

Nodules 8. plaques. Ulceration common 

Hemophagocytie syndrome 

Uncommon 

Common 

Survival (5-year) 

>30% 

1 < 10 % 

Treatment 

Systemic corTicoste r oicis. 

Systemic chemotherapy. 

WHO-EORTC classification (2004) 
WHO classification (2008) 

Subcutaneous pannicu¬ 
litis-like "-cell lymphoma. 

Primary culaneous gamma-dellu T-wdl 
lymphoma. 
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Cutaneous CD30+ lymphoproliferation 


Exclude: 



CD3C+ large cell 
lymphoma secondary 
to mvcosis lunaoides 

HIV-associated or 
> post-trarsplant 
lymphoma 

Skin manifestation of 
systemic ALCL 




Treat as mycosis 
fungoides 


Standard protocol 
by hemato- 
oncologist 


1 


Spectrum of primary CD3D+ lymphoproliferative disorders 


Step 2 


Solitcry or localized 
lesion (s) 
(C-ALCL) 

Multifocal lesions 

No waxng & waning 
(C-ALCL) 

Multilocal lesions 
Clinical behavior 
unknown 

Multifocal lesions 
Waxing & v/aning 
(Lymphomatoid 
papulosis 



□- 

txpectative 4-8 weeks 


v 


Radiotherapy 

Excision 


v 


Methotrexate 

Radiotherapy 


<= 


No 


Waxing and waning 

n 


Yes 


j 


No treatment 
Methotrexufe 
PUVA/UVB 


C-ALCL 


Lymphomatoid papulosis 



DD between cutaneous CD30+ large cell lymphoma, borderline cases & lymphomatc- 
papulosis (LyP) § 
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phor\j(-yp.'G |%tiar<? of OricjVtyd 

-poor pio0no5r s 


Classification of primary CBCL (pCBCL) 


WHO-EORTC 2005 classification 


WHO 2008 classification 


] Clinical behavior 


h, MsfonQcfpaceftijase inhibifcr 


CHDflCf] 

Ct'f-uT * b(u 3 s for MFandSS 



Primary cutaneous follicle center lym¬ 
phoma (PCFCL). 

Primary cutaneous follicle cenfer lym¬ 
phoma (PCFCL). 


Primary cutaneous marginal zone B-cell 
lymphoma (PCMZL)*. 

Extranodal marginal zone lymphoma of 
mucosa-associated lymphoid tissue 
“MALT lymphoma". 

Indolent 

Primary cutaneous diffuse large B-cell 
lymphoma, leg type (DLBCLLT). 

Primary cutaneous diffuse large B-cell 
lymphoma, leg type (DLBCLLT). 


Primary cutaneous diffuse large B-cell 
lymphoma, other. 

Diffuse large B-cell lymphoma,, none 
otherwise specified. 

Intermediate 

Intravascular diffuse large B-cell lym¬ 
phoma. 

Intravascular diffuse large B-cell 
lymphoma. 
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•sf modules ortamofs Cs<^Wj-r>w(hple) 

**0)0213 Red in Color ^ Srmottn sv/foce 
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C1-0.VTS) 
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neck - 


- pefiplacraL L-N MlarQrwrf occur 
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^^pfcsfic i/)fit/ra/fon icdW_jh^_n 
t)cr/rv!il-opa*H)ic jLj ropfaSnopcifh' 
‘ft C“TcL 

(2) Non -speofc Cat- • lesion^ 


- VC /3 Uncommon 

-Uaned*,- HerpesZaskr 
a ^ a 1 U pr cji i tiS 

(c wujasib «?_U praa'g 0 ^ 



*> s ha*pl(j OpnvarCwfCcf pcticfa^j (p^HjolU 
Aiodu/ar 1 noi t or cU?p dtrmrs } 
mainlc) preriuasutor -^Wd ^.C pa(- 
" BofbmjWyy" 

-~T he ift f/lhdfe -» Spate"Hae epidermiV 
and *|>e SMbepiakfAdl Zon^ 

-TheColk h*o d T° Dissect ifa-oagYi C>itaaCr\ 
Bandies 11 t n align file fooshror^ ^ 


® ,p an g <3^ ct/)iifyer\ 

Differential diagnosis gyp reision CCpj^*^) 


1 ■• _ .! 

| Early localized nodal disease 

Specific skin lesions 

' T • •—*:' ' ’• *1 
; (5,(dC;. . 

Less common “11%” 

More common ‘OTMheyare 
the initial manifestation in about 

5 % of cases. They may precede 
other manifestations by 1-2 years 
& the prognosis is relatively good. 

HHRppBfHi 

■":• , ftTi [0 r { i 1 fe.'ii i p 

Common 

Very rare, & not in the early disease 

nor as the only manifestation. Their 
development worsens the prognosis, j 

Secondary spread 

Occurs to distant sites. 

Occurs to contiguous groups of 

lymph nodes. 

Bone marrow involvement 

10% 

<1% ' 






































Main features of primary B-cell lymphomas 
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jch to the diagnosis of cutaneous large B-cell lymphomas 1 
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Diffecftiai diagnosis between CBCL & CTCL 
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rmaCD5^S9D CuSlXvaf) iLtj ir)pho d 
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Qorneiia bargj^n 

/") IO^» 

<H> £TB'V ir > &CKk<H s 

Raw Hole /nj CBcL ofosefued 

In pM Undfnj'd//v) Jfafapy 
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{j-S'on fto<? (5 QLik<^Cttbu\ 

oY\ 

@J f £ £ ho- Gd- \rtuoU’rrvU'CCCi r -£■ 


Clinical 



History 

Short (1-2 years) 

Long (5-20 years) 

Skin lesions 

• Often solitary or multiple mono¬ 

• Multiple & polymorphous lesions: 


morphous lesions: Nodules or 

Patches, plaques & tumors with 


tumors without scaling or ulcera¬ 

scaling & ulceration, slowly grow¬ 


tion, rapidly growing. 

ing. 


• Deep red in color. 

• Yellow-brown or pinkish. 


• Usually localized in the head. 

• Widespread. 


trunk or extremities. 


Lymph nodes 



• Neoplastic 

• Frequent & early. 

• Rare & late. 

• Dermatopathic 

• Rare & late. 

♦ Frequent & early. 

Bone marrow involvement 

• Not rare. 

• Rare. 

Fxtracutaneous affection 

• Early -» bad prognosis. 

• Late. 

— i i — .r— ' .. ■ -— 

Histopathology 

B-cell pattern "nonepidermolropic" 

T-cell pattern "epidermotropic " 

Epidermis 

Normal or atrophic 

Often acanthotic 

The infiltrate 

• Middle & deep dermis. 

• Upper & middle dermis. 


• Sharp nodular. 

♦ Diffuse band-like. 


• Perivascular. 

• Periappendageal. 


• Monomorphous infiltrate of lym¬ 

• Polymorphous infiltrate of Sezary 


phocytes, lymphoplasmacytoid 

cells, mycosis cells and macro¬ 

.(o-lo- 

cells or small & large follicle 

phages, eosinophils & plasma 


center cells. 

cells. 

Subepidermal zone 

Free. 

Involved with pronounced edema. 

Post-capillary venules 

No proliferation. 

Proliferation. 

Functional . .. ... - -! 

Patchy acid phosphatase 

No 

Present. 

& acid esterase 



Cell surface markers 

B-cells. 

T-cells. 

Monoclonal intra- 

Present. 

Absent. 

cyk^j^Tnc^yjodu^t^^ 
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DD between cutaneous B-cell lymphoma (CBCL) & pseudolymphomas (PL) ® 



Number, distribution & localization of skin 
lesions 

Solitary or multiple & general¬ 
ized monomorphous (100%). 

Solitary, head (80%). 

J 

Extracutaneous involvement 

Present (100%) 

Absent (100%). 

Type & response to therapy 

Aggressive, TR. 

Nonaggressive, CR. 

Fatal outcome 

Lir.eiy. 

No. 

Recurrences 

Always. 

Rare (<10%). 

Cure 

Not possible. 

Possible. 

Survival time 

Affected. 

Normal. 

Histologic 

* . v r •* • : 

Infiltrate covering all levels of the dermis 

Mostly (>70%). 

Rarely (<5%). 

l Pattern of infiltrate 

Diffuse or nodular, bottom>top, 
heavy. 

Nodular (>90%), 
top>bottom, heavy. 

Follicular center formation (Hx & E) 

Usually absent. 

Usually present. 

Transformation into blast form (centro- 
blastic, immunoblastic) 

May occur. 

Never occurs. 

1—— 

Eosinophilic granulocytes 

Usually absent. 

Always present. 

Phenotypical 

Mcnotypic kappa or lambda light chain 
reaction of surface immunoglobulin 

Present (100%). 

Absent (100%). 

1 

% of cells expressing B-cell markers (CD20. 
MB2.CD45R) 

High (>50%). 

Medium (50% or less). 

T-cel! markers (CD43, CD45RA, CD45RO) 

Low (<50%). 

Medium (50% or more), j 

Network of CD21 +ve dendritic reticulum 
cells 

Mostly absent. 

Mostly present, regular. | 






















































































Plague stage MF (diagnosis, ttt). (2012). 

Mycosis fungides (enumerate different clinical j 
presentations, enumerate lines of skin targeted ttt). 
( 2011 ). 

Different clinical presentations of mycosis 
fungoides. (2010). 

Clinical types of mycosis fungoides - 
management (2007 * 1983). 

Investigations and ttt of patch stage mycosis 

Investigations and ttt of patch stage mycosis 
fungoides involving less than 10% body surface area. 
(2009). | 

Diagnosis of mycosis fungoides - the 6 
histopathological criteria for the diagnosis of MF (2003 - 
1984) 

Mycosis fungoides; Histopathological features 

( 2001 ). 

CP and histopathology of different types of 
cutaneous T-cell lymph. (2010). 

Cutaneous T- cell lymphoma (1995). 


32 


Lymphoma: 

1. Clinical picture of MF 

2. Stages & ttt of MF 

3. Lymphomatosus papulosis 

4. SC panniculitisT-cell lymphoma 

5. Role of dermatologist in diagnosis of Hodgkin's 

6. Malignant lymphoma vs pseudolymphoma 

7. Lymphocytic infiltrate of Jessenervs lymphocytoma cutis 


8. Histopathology of MF 
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